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CLAIM + DETAILED DESCRIPTION 



[Claim(s)] 

[Claim 1]An anti-glaucoma drug study tablet containing a required diluent base and main- 
ingredients clozapine. 

[Claim 2]An anti-glaucoma drug study tablet containing a required diluent base and main- 
ingredients SURUPIRIDO. 

[Claim 3]The anti-glaucoma drug study tablet according to claim 1 which adjusted pH with 
phosphate buffer solution and was prepared in ointment for eyes, and solution for eyes. 
[Claim 4]A pharmacological tablet with an animal intraocular pressure fall operation containing a 
required diluent base and main-ingredients clozapine. 

[Claim 5]A pharmacological tablet with an animal intraocular pressure fall operation containing a 
required diluent base and main-ingredients SURUPIRIDO. 

[Claim 6]A pharmacological tablet with an increase operation in a retina blood flow containing a 
required diluent base and main-ingredients clozapine. 

[Claim 7]A pharmacological tablet with an increase operation in a retina blood flow containing a 
required diluent base and main-ingredients SURUPIRIDO. 



[Detailed Description of the Invention] 
[0001] 

[Field of the Invention]This invention presents the moral depressant clozapine (clozapine) or 
SURUPIRIDO (sulpiride), and the new tablet for anti-glaucoma eyes containing a required diluent 
base. This invention shows preparing these medicines as a tablet for eyes for the first time, and 
having the effect medical treatment of an animal intraocular pressure OOP) fall. 
[0002] 

[Description of the Prior Art]In the experiment which used the rabbit in 1989, the moral 
depressant had dopamine receptor antagonism, and George .C.Y dropped intraocular pressure 
OOP), and discovered that the blood flow of the retina, a choroid coat, the iris, and a ciliary body 
increased. Malzer H.Y. will be Schizophrenia Bull. 17th volume 263-309 in 1991. In the page, it is 
said that a moral depressant can be divided roughly into two kinds. One is a type moral 
depressant and it has side, effects of indecement and tardive motility disturbance of parkinsonian 
syndrome. Another is a non-type moral depressant and does not induce the above-mentioned 
side effects. A moral depressant usually belongs to a dopamine receptor antagonist. 
[0003]Drugs in 1979 — the example which uses un-alternative beta epinephrine receptor L- 
timolol for glaucomatous medical treatment is stated to 38-55 pages of volume [ 17th ]. For this 
reason, a second type antagonist falls intraocular pressure and is considered to be useful by 
glaucomatous medical treatment. On the other hand, it is Inv. Ophthamol.Vis. Sci. in 1 986. It is 
reported to 1713-1 719 pages of volume [ 27th ] that L-timolol is invalid for a retina disease. 
For this reason, many researchers are continuing studying a still newer anti-glaucoma drug 
agent. 



[0004]In recent years, many dopamine receptors are discovered by molecular cloning art. Sibley 



D.R. and others has separated D1A, DIB, D2A, D2B, D3, D4, and D5 type from the dopamine 
receptor in 1992 (refer to Sci. Trends Pharmac. 61-69 pages of volume [ 13th ]). 
[0005]the clozapine which is a non-type moral depressant every day, respectively — 30mg /and 
SURUPIRIDO 100mg/kg kg — a male — oui, when it continued medicating a star rat and having 
been observed over a long period of time, it was accepted that the medicine concerned has an 
effect of pulling up the mRNA content in dopamine D3 receptor. Although clozapine increases 
the mRNA content in dopamine D3 receptor moderately, [ clozapine ] An effect was not looked 
at for **** by dopamine synthetase, such as mRNA content in a D1 A receptor and D2 receptor, 
fragrance amino acid decarboxylase, and tyrosine hydroxylase. Relatively, it is SURUPIRIDO 
every day. When 100mg/kg was prescribed for the patient, the phenomenon in which the mRNA 
code in dopamine D3 receptor increased was seen. However, it was not discovered irrespective 
of clozapine and SURUPIRIDO by the present that a non-type moral depressant has D3 
dopamine-antagonism operation, and it is effective in dropping intraocular pressure. 
[0006] 

[Problem to be solved by the invention]This invention presents a new anti-glaucoma drug thing. 
It is known that clozapine and SURUPIRIDO belong to D3 dopamine-antagonism agent as shown 
in the formula 1 and the formula 2. In this invention, they are prepared in the first solution for 
eyes to have a curative effect of an animal intraocular pressure fall. Neuropharmacology 32nd 
volume 901-907 in 1993, Paul R. backlands, In a page, it is reported that it originates in the 
curative effect of a moral depressant raising the mRNA content in dopamine D3 receptor. At 
present, there are not only few side effects, but clozapine is regarded as the ideal non-type 
moral depressant, and other moral depressants can use it for the invalid patient. 
[0007] 

[Chemical formula 1] 




[0008] 

[Means for solving problem]The main purposes of this invention are to show a certain thing for 
the new effect of a medicine of providing moral depressant clozapine or SURUPIRIDO, and the 
new tablet for anti-glaucoma eyes containing a required diluent base, and dropping the 
intraocular pressure (IOP) of a mammal to clozapine and SURUPIRIDO in addition to moral 
control activity. Especially clozapine is a medicine important for a retina disease. Although 
clozapine and SURUPIRIDO belong to a non-type moral depressant, it has the intraocular 
pressure fall activity of a mammal. The effect that high-concentration SURUPIRIDO of 20% also 
shows an effect similar to clozapine, and raises the mRNA content in dopamine D3 receptor in a 



cell compared with clozapine is milder. For this reason, it is thought that dopamine D3 receptor 
has an eye system and a relation. Clozapine not only reduces intraocular pressure, but having 
the vasodilatation effect is proved from the experimental result. It has the capability for 
clozapine to increase a blood flow from this activity, and it is shown that it is an important 
medicine which treats a retina disease. 
[0009] 

[Mode for carrying out the invention] 

I. Show the new tablet for anti-glaucoma eyes containing moral depressant clozapine, 
SURUPIRIDO, and a required diluent base in preparing method this invention of a tablet. 
Clozapine and SURUPIRIDO can add various buffer solution, a diluent, lubricant, stabilizer, an 
adhesive, etc. for medical treatment, adjust pH with alkaline inorganic acid, and produce the 
ointment for eyes, and the solution for eyes. 

[0010]Preparing the clozapine and SURUPIRIDO of this invention to tablets for eyes, such as 
ointment for eyes, and solution for eyes, the tablet for clozapine eyes which carried out 
emulsification processing has the completely same animal intraocular pressure fall operation as 
the tablet for eyes of the same ingredient by which emulsification processing is not carried out. 
The animal to apply is mainly made into the mammals and a given dose is adjusted according to 
condition. Usually, they may be 1-3 drops and 3 times per day each time. 
[0011 Manufacture of the common solution for eyes of clozapine melts clozapine in 0.9% of 
sodium chloride solution first. SURUPIRIDO is mixed with propylene glycol (PEG), adjusts pH with 
inorganic acid, and after adding stabilizer or emulsifying, it adds stabilizer. This invention is an 
anti-glaucoma pharmacological thing tablet containing clozapine and SURUPIRIDO, and can be 
prepared if needed to the ointment tablet for the solution for eyes, or eyes aiming at glaucoma 
medical treatment, the solution for eyes is sodium chloride, boric acid, alkaline inorganic acid, 
sodium sulfate, etc. — etc. — it is considered as the phosphoric acid buffer solution which was 
used as tension solution or was set to pH 7.4 with alkaline inorganic acid. The alkaline inorganic 
acid to be used is made into Na 2 HP0 4 and NaH 2 P0 4 . Stabilizer or a bacillus depressant can also 
be added at the time of necessity. Hydroxy propyl and beta-cyclo Dixie TORIN, and 
carboxymethyl-cellulose can be used for stabilizer, and KURORU butanol can be used for a 
bacillus depressant. The base adopted in the ointment tablet for eyes uses the vaseline, the 
mineral oil, and anhydrous mutton tallow which do not give a stimulus to an eye. 
[0012]II. The method which Bareilly P. reported to Ophthalmic Res.13 volume 72-79 page in 1981 
is used for the experimental method of the intraocular pressure fall activity intraocular pressure 
fall activity of pharmacologic activity and clozapine, and SURUPIRIDO. 20% of low tension 
physiological saline is injected into the ear vein of a rabbit (NYUJI land albino rabbit) for 10 
minutes the speed for 1 -ml/with an infusion pump. In [ which trickled 0.5 % alcaine into both 
eyes ] 1 minute, the solution for 0.5 % clozapine eyes of 50microl and the solution for control 
group eyes of 50microl are poured in slowly, respectively. 

[0013]The intraocular pressure of both eyes is measured by Tono-Pen XL Tonometer (Mentor, 
Norwell, MA). Measurement is performed 1 time respectively in 10 minutes after an experiment 
start, 20 minutes, 40 minutes, 60 minutes, and 80 minutes for front [ experiment ] 30 minutes, 
and 10 minutes at the time of an experiment start. This measuring method is repeated every 30 
minutes after that. Solution 50mul for 0.5 % clozapine eyes and solution 50mul for 20% 
SURUPIRIDO eyes which were emulsified are changed and medicated with the movement-by- 
external-forces thing group, and It repeats the above-mentioned experiment. The obtained 
intraocular pressure recovery curve moves to the right, and is low compared with control 
solution, and it is shown that this has intraocular pressure fall activity in the medicine concerned. 

[001 4] [Result] Intraocular pressure is an important glaucomatous factor and the medicine with 
intraocular pressure fall activity can be applied to glaucomatous medical treatment. As for 0.5 % 
clozapine solution, compared with control solution, rabbit intraocular pressure fall time is 
controlled more as shown in drawing 1 . 

[0015]It becomes quiet [ an intraocular pressure fall reaction ] more [ the clozapine solution of 
0.25% and 0.1 % ] as shown in drawing 2 and drawing 3 . Although an intraocular pressure fall 



reaction with remarkable SURUPIRIDO was not seen, when concentration was pulled up to 20%, 
the remarkable intraocular pressure fall reaction appeared as shown in drawing 4 . 
[0016]- The guinea pig of 350-400 g of measurement body piles df the vasodilatation effect is 
made to faint, take out a breast main driving pulse and the adhesion organization of relation, cut 
the arcuate portion of the main driving pulse concerned, put in in a physiological saline 
immediately and cut in length of 2-4 mm. The section of the main driving pulse concerned is 
covered over the parallel hook with 1 g tension, and it puts into the organic tub which filled 1 0 ml 
of physiological salines. The physiological saline in a tub is composed from sodium chloride 
1 1 2mM, potassium chloride 5.0mM, magnesium sulfate 1 .2mM, sodium bicarbonate 25mM, 
phosphoric acid 2 hydrogen potassium 1.0mM, calcium chloride 1.25mM, and grape sugar 11.5mM. 
The temperature of an organic tub is maintained at 37 **, and is filled with oxygen and 5% carbon 
dioxide 95%. 

[0017]Let power shown in a substitution machine (transducer) be the tension of a main driving 
pulse section. All the equipment is attached to the physiological saline before the experiment for 
1 hour. First, measurement to anti-alpha adrenaline action is performed. That is, the contraction 
relaxation by clozapine is measured in the greatest muscle contraction operation that phenyl 
EFIRIN (phenylephrine) of 10~ 6 M brings about. 

[001 8] 1969 year Br.J.Pharmacol.36 volume [ ], good hula INDO and others, — 549-560 page — 

high concentration K + — un polarization (depolarizing) — it is reported that contraction of 

the main driving pulse was caused with the solution carried out. high concentration K + — un 

polarization — composition of solution is sodium chloride 1 7mM, potassium chloride 1 0OmM, 
phosphoric acid 2 hydrogen potassium 1.0mM, calcium chloride 1.25mM, sodium bicarbonate 

25mM, magnesium sulfate 1.2mM, and grape sugar 11.5mM. high concentration K + — un 

polarization — clozapine is put into the organic tub in the state where it contracted to the 
maximum with solution, and reduction of the contraction operation is measured. 
[0019][Result] The concentration of clozapine follows the measurement result of the 
vasodilatation effect on increasing, and it shows that the contraction which phenyl EFIRIN 
induced can be controlled effectively as it is shown in drawing 5 . IC50 value of clozapine is 

estimated at 2x10~ 8 M. clozapine — further — high concentration K + — un polarization — 

the contraction which solution induced could also be controlled and the accumulation 

contraction effect of magnesium indecement is inhibited. IC50 value shows that clozapine has 

controlled the contraction which phenyl EFIRIN induced as shown in drawing 6 . 

[0020]- the experiment model of the increase in the increase eyeball blood flow in an eyeball 

blood flow by clozapine — Chiou, G.C.Y. and others — 1993 J. Ocular Pharmacol, the 9 — adopt 

the method reported to the volume 179 -185 page. Weight 2.5 - New Zealand kind White Rabbit 

of 3.0 kg are chosen, it anesthetizes by injecting 35mg [/kg ] ketamine and 5mg [/kg ] ) 

KISHIRAJIN into muscles, and, 1 hour after, anesthesia is maintained in a half quantity. A 

catheter is put into the left ventricle from a right carotid artery, and colored particulates 

(Colored microspheres and 1 5 micrometers in diameter) are injected, and a crotch artery is also 

intubated, and blood is collected. 0.1 giving an intravenous drip injection to an eye locally in % 

and 0.25% of clozapine solution, or a solvent — the rabbit eyeball blood flow of high intraocular 

pressure — the time of a start — a part for 30 minutes, 60 minutes, and 1 20 — after — 

measure by colored particulates, respectively. 1 minute after pouring in colored particulates in 

each measurement, a blood sample is extracted from a crotch artery and it is considered as a 

reference value. Blood samples are collected in the test tube containing heparin, and record 

volume. After injecting the last colored particulates and collecting the last blood samples, the 

retina of the eyeball, a choroid coat, the iris, and a ciliary body are observed at the sacrifice of 

an animal. 

[0021 ]U.S. E-Z Trac provides the processing process of a specimen, and the calculation method 
of colored particulates. It puts into small centrifuge tube (microfuge tube), and a tissue specimen 
is an organization, (blood) The digestive reagent I is added. A cork is strongly heated at 95 ** in 
15 minutes in total, and it shakes for 30 seconds by vibrator. Heating and shake are repeated 
until a tissue specimen dissolves completely also after that. It is an organization (blood) when 



still hot in an organization. The digestive reagent II is added, and it covers again, and shakes. It 
centrifuges after that and colored particulates are settled at a bottom. Remove supernatant 
liquid, a pellet is made again suspended into an exact quantity of a* colored particulate 
Measurement Division reagent, and the colored particulate number of a color which is different 
with a blood counter is calculated. 

[0022]After putting a blood cell dissolution reagent into a blood sample, it shakes and applies to 
centrifugal separation for 30 minutes with low revolving speed, and supernatant liquid is removed, 
and it is an organization, (blood) The digestive reagent I is added, it processes by the same 
method as the above-mentioned tissue specimen measurement after that, and a colored 
particulate number is calculated. The blood flow of any organizations in specific time is 
calculated with the following equations. 

Qm=(CmxQr)/CrQm: As for the blood flow of an organization, and a unit, the flow velocity of the 
colored particulate total Qrblood sample per mu l/minute [/mg ] organization Cm:1-mg 
organization and a unit are the colored particulate totals of mul / part Crxeference blood 
sample. [0023][Result] As for the blood flow in the retina of an eyeball, a choroid coat, the iris, 
and a ciliary body, in a part for 30 minutes - 180, the increase phenomenon of the significant 
eyeball blood flow was seen irrespective of the clozapine concentration of 0.5 % 0.1 % and 0.25% 
as shown in Table 1 . 
[0024] 
[Table 1] 
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[0025] 

[Working example] 
[Work example 1] 

0.5 Solution 0.5 % clozapine for % clozapine eyes, 0.9 % sodium chloride, After mixing uniformly 
rare phosphoric acid hydrogen disodium solution, a 2.5 % HIRODOKI Cipro pill, beta-cyclo Dixie 
TORIN, and the carboxymethyl cellulose above-mentioned ingredient, filtration and sterilization 
are performed and the solution for eyes is prepared. The solution for eyes concerned showed 
the quiet rabbit intraocular pressure OOP) fall reaction. And in a part for 30 - 1 80, the significant 
increase in an eyeball blood flow was seen. 



[A work example 2] 

After mixing uniformly 20% of solution SURUPIRIDO for 20% SURUPIRIDO eyes, and propylene 
glycol (20%), and the 0.9 % sodium chloride above-mentioned ingredient, filtration and sterilization 
are performed and solution for eyes is prepared. 
[0026][A work example 3] 

After mixing uniformly 0.25% of solution clozapine for 0.25% clozapine eyes, 0.9 % sodium chloride, 
and the dilute-hydrochloric-acid above-mentioned ingredient, filtration and sterilization are 
performed and solution for eyes is prepared. The solution for eyes concerned showed a still 
quieter rabbit intraocular pressure (IOP) fall reaction. 
[A work example 4] 

0.1 Perform filtration and sterilization and prepare solution for eyes, after mixing uniformly 
solution 0.1 % clozapine for % clozapine eyes, 0.9 % sodium chloride, and the dilute-hydrochloric- 
acid above-mentioned ingredient. The solution for eyes concerned showed a still quieter rabbit 
intraocular pressure (IOP) fall reaction. 
[0027] 

[Effect of the Invention]In this invention, clozapine or SURUPIRIDO, and the new tablet for anti- 
glaucoma eyes containing a required diluent base were shown, the tablet for eyes was prepared 
for the first time in this invention, and the curative effect of reducing animal intraocular pressure 
was acquired. Side effects can use it for the invalid patient with other moral depressants, and 
there are not only, but can reveal the validity. [ few ] 
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li(:F-A'SyD3^W-tomRNAMi?r 

lis If l: K-^S yD 3 H:7^-^mRN A#t 
Jl^flPM-**. D 1 AlHrT^-feitf D 2 Hr7"^- 
rtOmRNA-^qS*. ^#ttT5 7Sf^t^y7- 
•fe'feitffnyy • A>f Fn^^-^kW-AS 

^js8B*t:tt. mimmpjLtotvfch^ti. mm 

fc» *BX;l/t°U F£ 100mg/kg &-5-L£*§£\ F-A 
5 3 l/-t7^-rt«mRNAa- F^ft^S k V* 

x^tfU KtoW*^ ^IfWIP9ffll:D3K- 
a* yJSKflWfc 0 , RE*f WiSMWftft fev^3 

[0006] 

iftykx/wt?y mD 3 h-^s MstsjHWR-tsi 

R. A-y:?7>'F£(il993 ^CONeuropharmacology 

^32^ 901-907 jcfcuv^-c, mmw&iUMmt 

F— AS y D 3 1/^7^-^mRN A#f 

[0007] 
[^1] 
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[0008] 

-f ey& ii^e y F^ttTOJ^tti^hfcWfLlft^ 

OHJE(IOP) iTtfifcV^ffU^BBfcfciCi: 

ty U ?vWyfcit<XMMlz$5 

Vvf HwtS yD 3 l/W-^mRNA*tiS)l 

[0009] 

i . mnw&m 

h„ ?n-ft-y, x/utry FfcK6^fc*«B««»L 
#RH. WWW, £5Sf!L »«W*if*Jni*ifcjfi*c- 

r;^utasa»rcpH*iBtu, Hfflmw, to 
[ooio] i&mrrtxxf ey^/wey 



£2 : junfU K«o*jt* 
[ooii] -mtfctxiv^s<mmm.<rwm*, 

ofe^* o . 9 %<nwa- V y ^A^S^f ^ 
•f . x;Ph°'J FtiTnt^y • (PEG) fc 

SnLt, iSfBTCpHMttU se®W*Jni.63&», 

WKOteWR-fi i t i . Bas^iaHW- h y 

?¥5S»»i:-f-*j&\ T^Utt*l«BrCpH7. 4h 
a 2 HP(\. NaH 2 P0 4 fc-fS. &m(Cf£ft@H*fcttimi 

Sr^&v^-fcyy. * 7 K¥flt£i*ffl-tl>. 
[0 0 12] II. 

RKfiTSStt<0l9lttr®i. y - p . # i 9 8 1 
^Ophthalmic Res. 13*72-79Hfc«# tfe*ife*«' 

aarcm<oofflffii*fi*ftio*BKA'r*. muz 

0.5 % alcaine^jBTLfcliMaats *il W9>o < 
D£50// 1 «O0.5 %^n-Tb°y||M?§Mi:50^ 1 cony 

[0013] Tono-Pen XL Tonometer (Mentor, Norwell, 
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4h mmm. mmmm. 2o$l mt. 

mmmwwu 1 twxxjmv vmmmu 1 fc^s 
i/c»*u ±fE<osi!tt&iSi | 9®i\ *&*i&KEiga 

^ft. 

[0 0 14] (fel)ffiiiOTI«lF J :7r?^- 
■CSft. EaitS^-ao, 0.5 %^nffyj|ffliay 
*ro>ft. 

[00 15] H2. 03fc^t-a>5, 0.25%fcJ;tA*0.1 

[0 0 16] • jflLm5SS6^iJS 

ft. gtt&MHMnfrt 1 gStt$»oW7^t*> 

h U *7i>112mM , Jfrfbfr 'J ^JU5.0m 
M , «^V^^^A1.2mM , h 'J ^Affii 

M, «B|Z*#*U^A1.<W1 . m^;^^A1.25aiM 

*3 i^fc- a wii. 5m>t>mtzti& . *re*o»j»i 
■t. 

[0017] fflAi* (transducer) tejS3*lft*£±» 
ttWfrOBfc&fc-J-ft. SSBWfc^T^flfcdl-aJBH* 

-tftiisg&fid. io-6M^x-;px7-f uy 

(phenylephrine)#tfe6t*^WJ0E«frfflt=fcV^ 
*Cs ^nfKytcfcft^JDOWlSSSaiJ&tft. 

[0 0 18] ^yK^-f^Ffctt, 1 9 69^ Br. J. 
Pharmacol. 36# 549-560 Efc, S«gK + <^Nfift 

( depolarizing) L1ZWtel£MWmi:M8 Ulfc 
fKfrl/O^ft. iMlK + «Mk 

^Al.OmM , Jg^;W^^A1.25mM, .RKrtJlW- KU? 
A25mM, m-7^^^A1.2mM „ ^t^lfll. 5mMT& 

flf^ nifty £A*U *<0JR«ffffl<0jS^*«8J&r 
ft. 

[0019] cmjh] itm^mcoaa^mjs. us 
tc^ao, ?nimyom&am&rfft£fci&t\ 

7x^x7 4 y y^^LfeJDW**SW9fc#PM-C# 
ft£fc£*l/0*ft. ?n-ft°yc7>iC5 0ffif22xio 



oaHKDOnMlHIiM I/O *ft . 0 6 fcijrra On I c 
5 0ffl{±7 i-;H7 < U y#l^L£i|3«?tHf fc? 
y* s WI i/o £ h l/o > ft . 

[0020] ■ ? nif tyfci ft BJMSEiiflP 

wmiLmmtncomm^rMt, chiou.cc.Y. t>-&i 9 9 

3^J. Ocular Pharmacol. %9 ^179 —185 HfclKfcL 

*S2.5 ~3.o kg^^-y-^y 

FiaWft», 35mg/kg ^ 5 yfci V'5mg/kg 

*y?y>&»;rMf lt^i^su i usaft**^ 
iz*mm?mwmft-tz>. ^wmmfrca&miz* 

T-T/I^Aft. ^f-fefiSSff- (Colored microspheres, 

iesi5jum) zmi. a.-?mtttzi>mei* &.m 

Wkt&. 0.1 %is£Tf0.25%<v7v?vymmttzl& 

mmm^mzmiz&wn. mmK^^w&m& 
mm. 304h 60*. 120 Mtatttw? 

aSSg-Tft . 1 ^MitliWiA Lfz 1 #a 

«s»M*^it?g^*&»ELT##ffih-rft. us 
mkmmm- t . Armani** jka l*: 

[0021] u*<mw&Mk^mm-mw?m± 

%m E-Z Trac 4ja&«»*L3t«><OT*ft. ifflNMWi/h 
S^3»Cv*«» (microfuge tube) fcXil, fflM <J&L 
I) ffifta*I*iiqift. tfe*So< W>T15»C95 
°CfcM*t. ^M7V-^-T-30#mho-Tft. -f-^tt 
tfflil««**%^K:*JIWft * St 3*^0® 
-T. ffin^i^v^ffiHI (M M^^HSrJDx 
Ts W«^&tTSi:a-tft. *<WG&bim*ff\\ 

^mm-wz^m^h. m.?mitm. ] om, ^ 
ft. 

[0022] H^)SM^&lfll?S^^Atl^$> . K 
kdU ffiHHB3I^T30*p B W«^{f. 

SttM-ft. Wfe<oi*BHctJ(tftv^ftai(|coj|liJSfc. 

OT«*S#CltJW-ft. 

Qm= (CmXQr ) /C r 

Qm : WHom* W&iu 1 /^Vmgffi^ 

C m : 1 mgffl^i^ 0 ^fetRa^f^R 

Qr : jfiLffilttttSEI. 1 /* 

C r : ##UlfgS*c0^fe»i^ISfc 

[0023] ctt%] *ifc^rao, M 

iRK, «3»Sit^«flcrtJlltSB40.1 0.25%. 0.5 
X^^PiftfyaafeiSfcbfe-f . 30*-i80 4Hcts^r 
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[0024] 







m us./-9t/*fgm> 














» 






m 




1205- . 


180# 




C 


0.61 ±0.01 


0.54±0.01 


0.57±0.02 


0.50+.0.05 


O.S2±0.07 




0.1% 


0.59±0.03 


0.67+.0.02* 


0.98+0.08 


0.77±O.D6 


0.58 +.0.04* 




0.25% 


0.57+.O.02 


O.72+.0.02 


1.U+.0.08* 


1.46±0.13* 


0.72 fcO. OS* 




C 


0.60+0.01 


0.48 5:0.02 


0.50±0.81 


0.44±0-03 


0.45+0-04 




0.1% 


O.S9±0.02 


0.87 tQ. 04 


LZ7±0.02 


O.91±0.10 


0.52±0.01* 




0.23% 


0.58±0.01 


0.71 fc0.02* 


1.27±0.04* 


1.37 +0.06* 


0.77+0.01*' 


M 


C 


0.058±0.O02 


Q.05flt0.002 


0.052±0.001 


0.050+0.002 


0.051+.0.001 




0.1% 


0. 056+0.001 


0.O60+.0.002 


0.078±0.004 


0.059 ±0.001 


a.049±0.002 


H 


0.25% 


O.O6O±Q.002 


0.065 tO-005* 0.152±O.O10* 0.075±0.014* O.O58±0.O02* 


m 


C 


3.22±0.O7 


3.41*0.09 


3.16+.0.U 


3.14±0.1.1 


2.16±0.10 


m 


0.1% 


3.15±0.02 


4.18 tO. 36 


4.90±0.33 


3.16±0.09 


2.14±0.03 




0.25% 


5.1040.01 


4.98 fc0.25* 


6.04+.0.19* 


4.41±0.31* 


2.70±0.13* 



[00253 

0.5 %?v^ymm® 

0.5 %?nifty. 0.9 mmmym 

-i-hU^J^^mm. 2.5 %tnF$f5/7*nt;k /3- 

( I OP) «TRIS*wLfe. *^3(K180 fflZ&KX 
CHSSM2) 

mx/HiyK, 7ntI/>/U3-/P (20%) . 0.9 

[0 0 26] CH»J33 
0.25%?n-fty|lMi$i 

o.25%^nift°y. 0.9 %m&thv?7J*. wm 

*KEE ( I OP ) fiTRIBfciSLfc. 
0.1 %?nifty|iW$ 



o.l %?nift°y, 0.9 %«ft^hU^A s flKUR 

*m& ( I OP ) ffiTRJG&SSbfc. 
[0027] 

[ftmattft] *«^Ti4s ?nif'ty££{;U^ty 
#<J«5:v w** <Vf . ^flfjc^»PMMT«-C& - j 

So 

[Blif<oflf*S:iKB] 

[HI ] 0.5 %?uifty£J;l,^^BlE«TfiOE 
[H2 ] 0.25%?W tyfc i s W^IRIBSTSOE 

[03 3 o.i %?u^v\z£h^^m&mwm 

[H4 3 Mx<n;y Kfc±*^¥<oEEiKrF5a&*> 
IM5]7 nifty (c i^7x -;H7 * U y<o*WW* 
[H6 3 ^v3lfty(cj:*7i~;PX7^ Uytf^WW* 
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[HI] 







30 60 90 120 ISO ISO 210 240 270 300 



[04] 



0 50 100 ISO 200 250 300 350 

*» (min) 



[H6] 



9 8 7.3 7 6 5 

*o!Ttrs/Ji* -log:*. 



^n-Tfcf^t* -fog. ft 
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HUPPl 0-175865 



(51) Int. CI. 6 fU?l» FI 

C 0 7 D 243/38 C 0 7 D 243/38 



